THL'S OPI NI ON WAS NOT__WRI TTEN FOR PUBLI CATI ON

The opinion in support of the decision being entered today
(1) was not witten for publication in a |law journal and
(2) is not binding precedent of the Board.

Paper No. 20

UNI TED STATES PATENT AND TRADEMARK OFFI CE

BEFORE THE BOARD OF PATENT APPEALS
AND | NTERFERENCES

Ex parte MARTIN C. WOODLE, |IRVA A J.M BAKKER- WODUDENBERG,
and FRANCI S J. MARTI N

Appeal No. 95-4004
Application 07/858, 1711

ON BRI EF

Bef ore W NTERS, SCHAFER, and GRON, Adninistrative Patent Judges.

! Application for patent filed March 27, 1992. According
to applicants, this application is a continuation-in-part of
Application 07/642,231, filed January 16, 1991; which is a
continuation-in-part of Application 07/425,224, filed Cctober 20,
1989, now U.S. 5,013,556, patented May 7, 1991, with a different
inventive entity. It appears that the applicants’ references to
Application 07/642,231, filed January 16, 1991, and claimfor
priority under 35 U.S.C. 8 120, based on and stemm ng from sai d
application, are incorrect. On the other hand, we note that
Application 07/642,321, filed January 15, 1991, issued as U.S.
5,213,804 on May 25, 1993, to the sane inventive entity as U. S.
5,013,556, patented May 7, 1991, and that the portion of the term of
U. S 5,213,804 subsequent to May 7, 2008, has been di scl ai ned.
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GRON, Adninistrative Patent Judge.

DECI SI ON ON APPEAL UNDER 35 U.S.C. § 134

This is an appeal froman examner’'s rejection of Clains 1
and 4-7, all clainms pending in this application. Cains 1 and
4-7 stand finally rejected under 35 U.S.C. § 103 as unpatentable
over the teaching of Popescu et al. (Popescu), U S. 4,981, 692,
patented January 1, 1991 (prior art under 35 U S.C. 8§ 102(e)
based on its August 18, 1987, filing date), in view of the
t eachi ngs of Radhakrishnan, U.S. 4,906, 476, patented March 6,
1990 (prior art under 35 U . S.C. 8§ 102(e) based on its Decenber
14, 1988, filing date), and McGegor et al. (MGegor), U S
5,079, 234, patented January 7, 1992 (prior art under 35 U S. C
8§ 102(e) based on its March 23, 1989, filing date). Al of the
claims “stand or fall together” (Appeal Brief, page 3; Exam ner’s
Answer, page 2).

Representative Claim1l reads:

1. A nmethod of treating a system c infection which
is localized at a site other than the fixed macrophages
residing in the liver or the spleen, conprising

adm nistering to the subject, by intravenous
injection, a conposition of |iposones (i) conposed of
vesicle-formng lipids, including 1-35 nole percent of a
di acyl - chai n anphi pathic vesicle-formng |lipid derivatized
wi th pol yet hyl ene gl ycol having a nol ecul ar wei ght between
about 350 and 5,000 daltons (ii) having a sel ected nean
particle dianeter in the size range between about 0.07-
0.20 mcrons, and (iii) containing in |iposone-entrapped

form a therapeutic conpound effective against the source
of the infection, and
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by said injecting, achieving at |east about a ten-

fold increase in the concentration of |iposones in the

infected tissue over that achievable by the [sic] such

| i posones in the absence of the anphipathic vesicle-formng

lipid derivatized with said polyethylene glycol.

Havi ng neticul ously revi ewed the specification, the clains,
the prior art cited against the clainmed invention, the Appeal
Brief, and the Exam ner’s Answer, we find that the exam ner has

not satisfied his burden to establish a prinma facie case of

unpatentability of the clained subject matter under 35 U.S. C.

8 103 in view of the conbi ned teachi ngs of Popescu,

Radhakri shnan, and McGegor. W find that no single prior art
reference cited against the subject matter clainmed describes the
“di acyl -chain anphi pathic vesicle-formng lipid derivatized with
pol yet hyl ene gl ycol having a nol ecul ar wei ght between about 350
and 5,000 daltons” which is a required conponent of the vesicle
formng |ipids which conprise the |iposone conposition
adm ni stered by intravenous injection in accordance with the
method of Claiml. Mreover, the prior art considered as a whole
woul d not have reasonably | ed persons having ordinary skill in
the art to nake and use the vesicle-formng |ipids which conprise
that |iposonme conposition to adm nister a therapeutic conpound
effective against a source of infection by intravenous injection

as per the nethod of Claiml.
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The exam ner relies on Radhakri shnan and McG egor as support
for the follow ng statenent (Exam ner’s Answer, page 3):

The size and weight of |iposonmes are within the
capability of one of ordinary skill in the art to

attain, if desiring to achieve particul ar dosage

and/ or organ targets. However, Radhakrishnan uses

| i posones to deliver drugs of |iposomal size 0.04-

5 mcrons to lung (colum 7), while McG egor specifies
1000- 5000 dalton polynmer size to provide bioconpatability
(colum 3, lines 28-30). Thus, it would be obvious to one
of ordinary skill in the art of Liposone entrapped drug
adm nistration to provide the gentamcin antibiotic to
treat Klebsiella infections of the lung, as included in

t he di sease conditions of Popescu treatnents, nodified to
provi de increased safety and efficacy as taught by
Radhakri shnan and MG egor.

We find, however, no teaching or suggestion in either
Radhakri shnan or McGegor to use a “diacyl -chain anphi pathic

vesicle-formng lipid derivatized with pol yethyl ene glycol having

a nol ecul ar wei ght between about 350 and 5, 000 dal tons” (enphasis
added) in the nethod of appellants’ Caim1 or for any other
pur pose. Modreover, the examner’s findings that Popescu
descri bes and reasonably suggests a pol yethyl ene gl ycol
derivati zed di acyl -chai n anphi pathic vesicle-formng lipid
(Exam ner’s Answer, page 3) are clearly erroneous.

In its nost rel evant part, Popescu teaches (Popescu,
colum 3, line 64, to colum 4, line 12):

The |ipids which can be used in the |iposone formul ations

of the present invention are the phospholipids such as

phosphati dyl chol i ne (PC), phosphati dyl et hanol am ne (PE)

phosphati dyl serine (PS), phosphatidyl gl ycerol (PG,

phosphatidic acid (PA), phosphatidylinositol (Pl),
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sphi ngonyelin (SPM, and the |ike, alone or in conbination.
The phosphol i pi ds can be synthetic or derived from natural
sources such as egg or soy. Useful synthetic phospholipids
are dynyri st oyl phosphati dyl choline [sic](DWC) and
di nyri st oyl phosphati dyl gl ycerol (DMPG. The |iposones can
al so contain other steroid conponents such as pol yet hyl ene
gl ycol derivatives of chol esterol (PEG chol esterols),
coprostanol, chol estanol, or chol estane, and conbi nations
of PC and cholesterol. They may al so contain organic acid
derivatives of sterols such as chol esterol hem succinate
(CHS), and the like.
Wi | e Popescu descri bes “pol yet hyl ene gl ycol derivatives of
chol esterol (PEG chol esterols), coprostanol, chol estanol, or
chol est ane, and conbi nati ons of PC and chol esterol” (Popescu,
colum 4, lines 7-9), Popescu nowhere teaches or reasonably
suggests the use of diacyl-chain anphipathic vesicle-form ng
lipids derivatized with polyethylene glycol as per aim1 of
this appeal. The exam ner finds that “PEG chol esterol os [sic,
chol esterols]” are part of “the instant invention (page 13,
lines 19-26)” (Exam ner’s Answer, page 3). W hold that a
finding that PEG chol esterol is a “diacyl-chain anphipathic
vesicle-formng lipid derivatized with polyethylene glycol” is
clearly erroneous. W hold that PEG chol esterols are not within
the scope of the nethod appellants claim
The exam ner’s reference to page 13, lines 19-26, of
appel l ants’ specification does not support the final rejection.
The specification teaches (Specification, page 13, lines 16-31):

The vesicle-formng lipid is preferably one having two
hydr ocarbon chains, typically acyl chains, and a pol ar
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head group. Included in this class are the phospholi pids
such as phosphatidyl choline (PC), PE, phosphatidic acid
(PA), phosphatidylinositol (Pl), and sphingonmyelin (SM
where the two hydrocarbon chains are typically between
about 14-22 carbon atons in |ength, and have varying
degrees of unsaturation. Also included in this class
are the glycolipids, such as cerebrosides and gangli osi des.
Anot her vesicle-formng |ipid which nay be enployed is
chol esterol and related sterols. In general, chol esterol
may be less tightly anchored to a |lipid bilayer nenbrane,
particularly when derivatized with a high nol ecul ar wei ght
polymers [sic], such as polyal kyl ether, and therefore be
| ess effective in pronoting |iposone evasion of the RES
in the bl oodstream
The specification’s teaching that cholesterol and related sterols
derivatized with polyal kyl ether are suitable as vesicle-formng
[ipids for inclusion in |iposonme conpositions containing
t her apeuti c conpounds for use in treating system c infection
| ocalized at a site by intravenous injection is not a teaching or
even a suggestion of the nethod of the clains on appeal. In
short, the exam ner clearly erred in finding that chol esterol and
rel ated sterols derivatized wth pol yal kyl ether are diacyl -chain
anphi pathic vesicle-formng lipids derivatized with pol yethyl ene
gl ycol having a nol ecul ar wei ght between about 350 and 5, 000
daltons. Therefore, we nust reverse the exam ner’s hol di ng that
Clains 1 and 4-7 on appeal are unpatentable under 35 U S.C. § 103
over the teaching of Popescu in view of the teachings of
Radhakri shnan and MG egor.

O her | ssues

- 6 -



Appeal No. 95-4004
Application 07/858,171

We bring to the examner’s attention Wodle et al. (Wodle),
U S. 5,013,556, which issued May 7, 1991, from Application
07/ 425, 224, filed October 20, 1989, and Martin et al. (Martin),

U S. 5,213,804, which issued May 25, 1993, from Application

07/ 642,321, filed January 15, 1991. The inventors of both
patents are Martin C. Wodle, Francis J. Martin, Annie Yau-Young,
and Carl T. Redemann. Copies of both patents are being mailed

wi th this decision.

We remand this application to the exam ner for consideration
of the patentability of the subject matter clainmed in this
application in light of the subject matter di scl osed and/ or
clainmed in Wodle and Martin. The exam ner shoul d consider and
determ ne the foll ow ng:

(1) Wether applicants’ claimfor priority under 35 U. S. C
8§ 120 in this application is incorrect. This application and
Application 07/642,231, filed January 16, 1991, do not have the
sane inventive entity, do not appear to be comonly assigned, and
do not appear to be directed to either commopn or even simlar
i nventions.

(2) Wether the full scope of the subject matter of the
clains on appeal is entitled to the benefit of any one or both of
the filing dates of Application 07/642,321, filed January 15,

1991, and Application 07/425,224, filed Cctober 20, 1989.
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(3) Whether Wodle is prior art under 35 U.S.C. § 102(a)
and/ or § 102(e).

(4) \Wether Wodle's Cains 22-27 are prior art under
35 U.S.C. § 102(f) or § 102(g).

(5 \VWhether Martin is prior art under 35 U . S.C. § 102(e).

(6) Whether Martin's Clainms 11-14 are prior art under
35 U.S.C. § 102(f) or § 102(g).

(7) Wether the examiner is barred under 35 U.S.C. § 121
fromrejecting the clains of this application for obviousness-
type doubl e patenting of Cainms 22-27 of Wodle.

(8) \Whether the exanminer is barred under 35 U S.C. § 121
fromrejecting the clains of this application for obvi ousness-
type double patenting of Clainms 11-14 of Martin.

(9) Wether the clainms of this application should be
rejected for obviousness-type double patenting of Cains 22-27 of
Wodl e.

(10) Whether the clains of this application should be
rejected for obviousness-type double patenting of Cains 11-14 of
Martin.

We remand this application to the exam ner to consider and
resol ve the questions raised in paragraphs (1) to (10) above.
Wthout full consideration and resolution of these questions, we

fail to see how the exam ner can possibly determ ne the scope and
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content of the prior art, consider the state of and know edge in
the art at the tine the invention was filed, and adequately
determ ne the patentability of the clained subject matter, i.e.,
exam ne the case.

This application, by virtue of its "special" status,

requires an imedi ate action. Mnual of Patent Examn ning

Procedures § 708.01(d)(6th ed., rev. 3, July 1997). It is
i nportant that the Board be informed pronptly of any action
affecting the appeal in this case.

REVERSED. REMANDED

Teddy S. G on
Adm ni strative Patent Judge

Sherman D. Wnters )
Adm ni strative Patent Judge )
)
)
Ri chard E. Schaf er ) BOARD OF PATENT
Adm ni strative Patent Judge ) APPEALS AND
) | NTERFERENCES
)
)
)
)

Peter J. Dehlinger
Dehl i nger & Associ at es
P. O. Box 60850

Pal o Alto, CA 94306
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